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Stress.... H 

■ Recent Adv Stud Cardiac Struct Metab. 1 972;1 :71 4-20. 
Etiologic factors in ischemic heart disease: The elusive 
role of emotional stress. 

■ Surg Clin North Am. 1976 Dec;56(6):1 469-78. 
Stress ulcers: their pathogenesis, diagnosis, and 
treatment. 

■Gut. 1998Auq:43(2):256-61 

Level of chronic life stress predicts clinical outcome in irritable 
bowel syndrome. 



1999 



2000 



■IBS is a disorder characterized by 
abdominal pain, change in bowel function 
and bloating. 

■IBS was associated with psychological 
disease was listed in DSM IV 
■Anti-depressants used as treatment for IBS 
■"It's all in your head" approach 



■ Am J Gastroenterol 2000 Dec;95(12):3503-6. 
Eradication of small intestinal bacterial overgrowth 
reduces symptoms of irritable bowel syndrome. 
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IBS Management: What Do Patients Want?| J 


Expectation From Medical Provider 


Agree, % ^^^H 
(N=1028) 


To provide compreliensive information 




Tell me where to obtain information on 
IBS 




Q&A during visit, e-mail/phone 




To listen 


94.4 


Information about IBS 
studies/medications 




To provide support 


88.6 


To provide hope 




^^^|To return phone calls within 24-48 hours 


__8a9__^^| 



Halpert A, et al. Dig Dis Sci. 2010;55:375-383. 



ACG Task Force- D-IBS || 




Improvements in Symptoms 






Global Stool Stool 
Symptoms Pain Bloating Frequency Consistency 


Grade* 
























m 



Antidiarrheals for IBS-D 

■Loperamide is the only antidiarrheal 
evaluated in randomized controlled trials 



■Loperamide is effective for treatment of 
diarrhea, reducing stool frequency, and 
improving stool consistency 

No impact shown on bloating, abdominal 
discomfort, or global IBS symptoms 



ACG Task Force on IBS. Am J Gastroenterol. 2009;104(suppl 1):S1-S35. 
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Alosetron 



in 

S 10 




•-Alosetron (n=279 ) 
Placebo (n=290 ) 



*P<.05; tDiarrhea-predominant intention to treat (ITT) population 
Chey WD, et al. Am J Gastroenterol. 2004;99:2195-2203. 



Incidence of IC and CoC*: 
Before and After Reintroduction in 
June 2002 





Before June 2002 


After June 2002 ^ 


Number of patients 


316,882 


26,000 


Number of prescriptions 


586,000 


160,000 


Patient-years 


48,829 


13,150 


Ischemic Colitis 


All reported cases 


1.7 per 1000 pt-yrs 


1 .4 per 1 000 pt-yrs 


Confirmed cases 


0.96 per 1000 pt-yrs 


1.14 per 1000 pt-yrs 


Constipat^^^^^^^^^^^^^^^^^^^^^H 


All reported cases 


2.0 per 1 000 pt-yrs 


1.14 per 1000 pt-yrs 


Confirmed cases 


0.59 per 1 000 pt-yrs 


0.38 per 1 000 pt-yrs ^ 




TCA - IVIeta-analysis 














Heefner (1 978, desipramine 1 50 qd) 1 0/22 
Myren (1982, trimipramine 50 qd) 5/30 


12/22 
10/31 








Nigam (1984. amitriptyline 12.5 qd) 14/21 






B 




Boerner (1988, doxepin 50 qd) 16/42 19/41 

Rcirnmiinn MQ01 ti-i m ini-a mi no r;n /-iH\ 1^/1 O 1 /I /I ft 








Vij (1991, doxepin 75 qd) 14/25 


20/25 








Drossman (2003, desipramine 50-1 50 qd) 60/1 1 5 


36/57 








Taiiey(2008, imipramine50qd) 0/18 


5/16 




(95% 0=0.56-0.83) H 




Vahedi (2008, amitriptyiine 10 qd) 8/27 


16/27 








Subtotai (95% CI) 319 


256 


o 




*Significant heterogeneity among studies may limit conclusions. 
Study duration ranged from 4 weeks to 3 months. 
Ford AC, et al. Gut. 2009;58:367-378. 



Side Effects and TCA 



Agents 


Amitriptyline Imipramine Doxepin 




Desipramine Nortriptyline | 


Dose range 


10-200 mg 1 


Potential benefits 




Peripheral pain modulation 


-h-i- 


Central antinociception 


+++ 


Anxiolysis 


+ 


Motility 


++ 


Visceral pain 




Sleep 


++ 


Treat psychiatric comorbidities 


++ (high doses) | 


Adverse effects 


Sedation; constipation; dry mouth/eyes; 




weight gain; hypotension; sexual 




dysfunction | 


Time to action 


Few days to two weeks (low doses) 




Two to six weeks (high doses) 
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The best in TCA therapy 




SSRI - Meta-analysis 




SSRI Side Effects 



Psychological Approaches 



Dose range 



Potential benefits 

Peripheral pain modulation 

Central antinociception 

Anxiolysis 

Motility 

Visceral pain 

Sleep 

Treat psychiatric comorbidities 



Adverse effects 



Time to action 



Fluoxetine Sertraline Paroxetine 
Citalopram Escitalopram 



10-100 mg 



Insomnia; diarrhea; night sweats; weight 

loss ; agitation; se xual dysfunction 

Three to six weeks 



Note: SSRIs are not FDA-approved for IBS. 
Grover M, Drossman DA. Curr Opin Pharmacol. 2008;8:715-723. 



■ Cognitive-behavioral 

■ Uses diaries and exercises to reframe maladaptive thoughts 
and increase control over symptoms 

■ Psychotherapy-interpersonal 

■ Identify and address difficulties in relationships 

■ Hypnosis 

■ Suggestion used to reduce gut sensations 

■ Relaxation training 

■ Uses imagery and relaxation techniques to reduce 
autonomic arousal and stimulate muscular relaxation 



Drossman DA, et al. Gut. 1999;45(suppl 2):II25-II30. 




Important factors in antibiotic 




use and selection 




Antibiotic Property 




1 . Spectrum 




2. Efficacy 




3. Resistance 




4. Localization 




5 Absorbability 
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*P=0.02 Mixed Longitudinal IVIodel for 10-week difference 
Pimentel, et al, Ann Intern Med, 2006 



Harm with Drugs in IBS 


> 


II 


1 




DRUG 


NNT 


NNH 


Benefit to 
Harm 






Desipramine 


8 


18.3 


2.3 






Alosetron 


7.5 


19.4 


2.6 






Rifaximin 


10 


8971 


897.1 





NNT=Number needed to treat. NNH=Number needed to harm. 

NNH=number of subjects treated for one subject to withdraw due to an adverse 

event that was greater than the equivalent in placebo. 



Shah, et al. Am J Med, in press. 




Functional Net Value ; 



+12.5% +13% 



-20 -16% 
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Probiotics, Prebiotics, and 
Synbiotics 

live, viable microorganisms that when 
ingested in adequate amounts, exert a health 
benefit on the host^'2 

food ingredients that influence the 
composition of the commensal flora^ 

r .^u;^^: combination of probiotic and 
prebiotic^ 



1. Quigley EMM, Flourie B. Neurogastroenterol Motil. 2007;19:1l 
172. 

2. Brenner DM, et al. Am J Gastroenterol. 2009;104:1033-1049. 

3. Shanahan F. Am J Physiol Gastrointest Liver Physiol. 
2005;288:417-421. 



Potential Mechanisms of Probiotics I 



- Displace gas-producing, bile salt-deconjugating bacterial species 

■ Immunomodulatory 

■ Reduce visceral hypersensitivity, spinal afferent traffic, and stress 
response 

■ Secrete bacteriocins 

■ Acidify the colon by nutrient fermentation 

■ Enhance epithelial barrier function 

■ Induce expression of ^-opioid and cannabinoid receptors in 
intestinal epithelial cells 



Probiotic Products 


B 


■ 


■ 




f CO// /V/ss/e 1917 




VSL #3 (bifidobacteria, lactobacilli. 


L salivarius UCC4331 




Streptococcus salivarius thermophilus) 


L reuteri 






L casei 




Lacteol Fort (/. acidophilus LB, lactose 


L plantarum 299v 




monohydrate, calcium carbohydrate. 


L rhamrtosus GG 




silicic acid, talc, magnesium stearate. 


B infantis 35624 




anhydrous lactose) 


B animalis DN-173010 






Sboulardii 

2. Brenner DM, et al. Am J Gastroenterol. 2009;104:103 


007;1 9:1 66-172. 
3-1049. 
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Funding in IBS 



■30-40 million people in US suffer from IBS 
■ IBS accounts for $30 billion in healthcare costs 



■ For IBD nearly 1 .2million have UC or Crohn's 
disease and only 144, 000 in active medical care in 
the US 

The total cost to the US for IBD is $1 .2 billion 



AGA Burden of Gl Illness, 2001 
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NIDDK Grants 2003-201 3 H 



Extramural funding 




Cost of disease for every 
dollar spent by NIH 


" $226m 


1800 - 

1 1600 - 
>^1400 - 
t/> 1200 - 

2 1000 - 
o Rnn - 




$1576 
$1018 H 

1 1 


$21. 2m $15.6m 


o 

o 600 - 
"1 400 - 
CC 200 - 

0 - 


$5.60 


Jl 


IBD IBS GERD 




IBD 


IBS GERD 
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Sumnnary Stay Tuned II 

■IBS 

■Rosacea 
■Obesity 

■Autoimmune disease 
■Extra-intestinal manifestations 
■Fibromyalgia 
■NASH 
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